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AMENDMENTS TO THE CLAIMS 

1-37. (Cancelled) 

38. (Previously Presented) A method for dissolving a soluble thrombomodulin- 
containing freeze-dried preparation that contains soluble thrombomodulin as an active 
ingredient, said method comprising: 

dissolving said soluble thrombomodulin-containing freeze-dried preparation in a 
dissolving aqueous solution in the presence of a nonionic surfactant, at least at the time of 
the dissolving, to obtain a solution containing soluble thrombomodulin, after the 
dissolving, at a concentration of 10 mg/mL or higher, 

wherein said method prevents and/or inhibits air bubbles from being contained in 
the solution at the time of dissolving of said soluble thrombomodulin-containing freeze-dried 
preparation. 

39. (Previously Presented) The method of claim 38, wherein said method prevents 
and/or inhibits the generation of air bubbles that form at the time of the addition of the 
dissolving aqueous solution to dissolve said soluble thrombomodulin-containing freeze- 
dried preparation. 

40. (Previously Presented) The method of claim 38, wherein said air bubbles are 
minute air bubbles. 

41. (Previously Presented) The method of claim 38, wherein the nonionic 
surfactant is present in the dissolving aqueous solution used for dissolving the soluble 
thrombomodulin-containing freeze-dried preparation or the nonionic surfactant is present in 
the soluble thrombomodulin-containing freeze-dried preparation. 

42. (Previously Presented) The method of claim 38, wherein the solution 
containing soluble thrombomodulin exists in a container used in the dissolving step, an 
inner wall of which is coated with silicone. 



BIRCH, STEWART, KOLASCH & BIRCH, LLP 



GMM/CMR/la 



Application No.: 10/501,671 



Docket No.: 2870-0486PUS1 
Page 3 of 10 



43. (Previously Presented) The method of claim 42, wherein pressure in the 
container to be used in dissolving the soluble thrombomodulin-containing freeze-dried 
preparation is kept at a reduced pressure. 

44. (Currently Amended) The method of claim 38, said method resulting in the 
solution containing soluble thrombomodulin having a soluble thrombomodulin 
thromobomodulin concentration of 17 mg/mL or more. 

45. (Currently Amended) The method of claim 38, said method resulting in the 
solution containing soluble thrombomodulin having a soluble thrombomodulin 
thromobomodulin concentration of 25 mg/mL or more. 

46. (Previously Presented) The method of claim 38, wherein a fluid volume of the 
solution containing soluble thrombomodulin by dissolution is in a range of 0.1 mL to 2 mL 
and has osmotic pressure ratio upon dissolution thereof in a range of 0.5 to 2.0. 

47. (Previously Presented) The method of claim 38, wherein the soluble 
thrombomodulin-containing freeze-dried preparation contains at least one combination 
selected from the group consisting of: 

(1) a combination containing two of glutamic acid or a salt thereof and mannitol, 

(2) a combination containing two of glutamic acid or a salt thereof and lysine or a 
salt thereof, 

(3) a combination containing two of glutamic acid or a salt thereof and asparaginic 
acid or a salt thereof, and 

(4) a combination containing two of asparaginic acid or a salt thereof and 
mannitol; and 

at least one compound selected from the group consisting of a nonionic surfactant, 
benzyl alcohol, and chlorobutanol is present in the soluble thrombomodulin-containing 
freeze-dried preparation and/or at least one compound selected from the group consisting of a 
nonionic surfactant, benzyl alcohol, and chlorobutanol is present in the dissolving aqueous 
solution for dissolving the soluble thrombomodulin-containing freeze-dried preparation. 
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48. (Previously Presented) The method of claim 38, wherein the soluble 
thrombomodulin-containing freeze-dried preparation contains any one of: (1) urea, or (2) 
urea and an amino acid; and 

at least one compound selected from the group consisting of a nonionic surfactant, 
benzyl alcohol, and chlorobutanol is present in the soluble thrombomodulin-containing 
freeze-dried preparation and/or at least one compound selected from the group consisting of 
a nonionic surfactant, benzyl alcohol, and chlorobutanol is present in the dissolving 
aqueous solution for dissolving the soluble thrombomodulin-containing freeze-dried 
preparation. 

49. (Previously Presented) The method of claim 38, wherein the soluble 
thrombomodulin-containing freeze-dried preparation contains one or two compounds 
selected from the group consisting of arginine, glutamic acid, proline, serine, glycine, 
histidine, asparagine, lysine, phenylalanine, and valine, or salts thereof, trehalose, lactose, 
and sucrose; and 

at least one compound selected from the group consisting of a nonionic surfactant, 
benzyl alcohol, and chlorobutanol is present in the soluble thrombomodulin-containing 
freeze-dried preparation and/or at least one compound selected from the group consisting 
of a nonionic surfactant, benzyl alcohol, and chlorobutanol is present in the dissolving 
aqueous solution for dissolving the soluble thrombomodulin-containing freeze-dried 
preparation. 

50. (Previously Presented) The method of claim 38, wherein the nonionic 
surfactant comprises at least one compound selected from the group consisting of 
polyoxyethylene sorbitan fatty acid ester, polyoxyethylene/polyoxypropylene copolymer, 
polyoxyethylene alkylether, polyoxyethylene fatty acid ester, and polyoxyethylene 
hydrogenated castor oil. 

51. (Previously Presented) The method of claim 38, wherein the nonionic 
surfactant is present at an amount of 0.01 mg or more per 10 mg of the soluble 
thrombomodulin. 
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52. (Previously Presented) The method of claim 38, wherein the soluble 
thrombomodulin-containing freeze-dried preparation comprises a peptide that can be 
dissolved in water in a concentration of 30 mg/mL or more. 

53. (Previously Presented) The method of claim 38, wherein the soluble 
thrombomodulin-containing freeze-dried preparation comprises a peptide containing one of the 
following sequences, has an action of promoting activation of protein C with thrombin, and can 
be dissolved in the absence of a surfactant: 

i) an amino acid sequence at positions 19 to 516 of SEQ ID NO. 1 in a 
sequence listing; 

ii) an amino acid sequence at positions 19 to 516 of SEQ ID NO. 5 in the 
sequence listing; and 

iii) an amino acid sequence obtained by addition of, deletion of, or substitution 
with at least one amino acid in the amino acid sequence of the (i) or (ii). 

54. (Previously Presented) The method of claim 38, wherein said soluble 
thrombomodulin-containing solution can be used for intramuscular or subcutaneous 
injection. 

55. (Previously Presented) The method of claim 38, wherein said soluble 
thrombomodulin-containing solution has a volume of 0.1 to 2.0 ml. 

56. (Previously Presented) A method for preventing and/or inhibiting generation of 
air bubbles at the time of dissolving a soluble thrombomodulin-containing freeze-dried 
preparation that contains soluble thrombomodulin as an active ingredient, said method 
comprising: 

dissolving said soluble thrombomodulin-containing freeze-dried preparation in the 
presence of a nonionic surfactant, at least at the time of the dissolving, to obtain a solution 
containing soluble thrombomodulin, after the dissolving, at a concentration of 10 mg/mL or 
higher, and 



BIRCH, STEWART, KOLASCH & BIRCH, LLP 



GMM/CMR/la 



Application No. : 1 0/50 1 ,67 1 



Docket No.: 2870-0486PUS1 
Page 6 of 10 



wherein said method prevents and/or inhibits air bubbles from being contained in the 
solution at the time of dissolving of said soluble thrombomodulin-containing freeze-dried 
preparation that contains soluble thrombomodulin. 

57. (Previously Presented) A method for manufacturing a solution containing a 
soluble thrombomodulin at a concentration of 1 0 mg/mL or higher in which air bubbles are 
prevented from being contained, said method comprising: 

dissolving said soluble thrombomodulin-containing freeze-dried preparation that 
contains soluble thrombomodulin in the presence of a nonionic surfactant, at least at the time 
of the dissolving, to obtain a solution containing soluble thrombomodulin, after the 
dissolving, at a concentration of 1 0 mg/mL or higher, and 

wherein said method prevents and/or inhibits air bubbles from being contained in the 
solution at the time of dissolving of said soluble thrombomodulin-containing freeze-dried 
preparation that contains soluble thrombomodulin. 

58. (New) The method according to claim 38, wherein said solution containing soluble 
thrombomodulin has no substantial cloudiness after 45 seconds from the completion of injection 
of a dissolving aqueous solution at a rate of 0.1 mL/second to said soluble thrombomodulin- 
containing freeze-dried preparation. 

59. (New) The method according to claim 38, wherein said solution containing soluble 
thrombomodulin shows a transmittance of at least 95% after 45 seconds from the completion of 
injection of a dissolving aqueous solution at a rate of 0.1 mL/second to said soluble 
thrombomodulin-containing freeze-dried preparation. 

60. (New) The method according to claim 59, wherein the transmittance is determined by 
conducting the steps of: 

(i) injecting 1 mL of the dissolving aqueous solution at a rate of 0.1 mL/second into a vial 
containing said soluble thrombomodulin-containing freeze-dried preparation to dissolve the 
freeze-dried preparation, 

(ii) leaving the vial standing for 30 seconds after the completion of injection in step (i), 
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(iii) suctioning approximately 0.8 mL of the solution from the vial of step (ii) after 
flipping the vial upside down, 

(iv) gently transferring the solution suctioned in step (iii) to a quartz cell having 1 0 mm 
of optical length and 2 mm of optical width by pouring said solution along the wall of the quartz 
cell, and 

(v) measuring the transmittance of the solution in the quartz cell after 1 5 seconds from 
suctioning in step (iii). 

61. (New) A method for administering a soluble thrombomodulin-containing solution 
with a concentration of 10 mg/mL or higher, said method comprising: 

dissolving a soluble thrombomodulin-containing freeze-dried preparation in a dissolving 
aqueous solution in the presence of a nonionic surfactant, at least at the time of the dissolving, to 
obtain a solution containing soluble thrombomodulin, after the dissolving, at a concentration of 
10 mg/mL or higher, 

administering said solution containing soluble thrombomodulin to a patient, 

wherein said method prevents and/or inhibits air bubbles from being contained in the 
solution at the time of dissolving of said soluble thrombomodulin-containing freeze-dried 
preparation, 

wherein said solution containing soluble thrombomodulin has no substantial cloudiness 
after 45 seconds from the completion of injection of a dissolving aqueous solution to said soluble 
thrombomodulin-containing freeze-dried preparation. 
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